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DETAILED ACTION 
Claims 35, 51-52, 54-61, 65 and 75-82 are presented for examination. 

A request for continued examination under 37 C.F.R. 1.114, including the fee set forth in 37 
C.F.R. 1.17(e), was filed in this application after final rejection. Since this application is eligible for 
continued examination under 37 C.F.R. 1.1 14, and the fee set forth in 37 C.F.R. 1.17(e) has been timely 
paid, the finality of the previous Office Action has been withdrawn pursuant to 37 C.F.R. 1.114. 
Applicant's payment and submission filed April 28, 2008, has been received and entered into the present 
application. Accordingly, prosecution has been reopened. 

Applicant's Information Disclosure Statement (IDS) submitted April 28, 2008 has also been 
received and entered into the present application. As reflected by the attached, completed copy of form 
PTO/SB/08A (one page total), the Examiner has considered the cited reference. 

Claims 35, 51-52, 54-61, 65 and 75-82 remain pending and under examination. Claims 35 and 
59-60 are amended. Claims 48-50 arc cancelled. 

Applicant's arguments, filed April 28, 2008, have been fully considered. Rejections and 
objections not reiterated from previous Office Actions are hereby withdrawn. The following rejections 
are either reiterated or newly applied. They constitute the complete set of rejections presently being 
applied to the instant application. 

Claim Rejections - 35 USC § 103 (New Grounds of Rejection) 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness 

rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 
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This application currently names joint inventors. In considering patentability of the claims under 
35 U.S.C. 103(a), the examiner presumes that the subject matter of the various claims was commonly 
owned at the time any inventions covered therein were made absent any evidence to the contrary. 
Applicant is advised of the obligation under 37 CFR 1.56 to point out the inventor and invention dates of 
each claim that was not commonly owned at the time a later invention was made in order for the examiner 
to consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) prior art under 
35 U.S.C. 103(a). 

Claims 35, 51-52, 54-61, 65 and 75-82 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Amselem et al. (U.S. Patent No. 5,891,469; 1999) in view of The Merck Index 
(Eleventh Edition, Monograph 2277; 1989, p.353-354), each already of record. 

Amselem teaches pharmaceutical compositions capable of increasing the oral bioavailability of a 
lipophilic substance (col.5, 1.40-50), comprising: (1) a lipophilic substance that possesses low water 
solubility and poor oral bioavailability (col.l, 1.21-22), such as lipophilic substances that have a water 
solubility of less than 50 ug/ml (col.5, 1.43-47), e.g., cannabinoids (col.5, 1.44), which have aqueous 
solubility of a few micrograms or less, (2) the surfactant alpha-tocopherol polyethylene glycol succinate 
(also meets Applicant's limitation directed to "tocopherol succinate", see, e.g., present claims 42-43), 
usually with a mean molecular weight of 1000 (col.5, 1.49-66), and further (3) at least one dispersion 
adjuvant, such as tocopherol acetate, polyvinylpyrrolidone, a medium or long chain triglyceride and/or 
polyethylene glycol (col.6, 1.23-26 and col.6, 1.58-66). Amselem also teaches that the disclosed 
composition may be administered in a therapeutically effective amount to a mammal in need of such a 
substance (see claim 19; col. 14), wherein the substance may be in a gelatin capsule or tablet unit dosage 
form (see claims 9-10; col. 14) and may also comprise any suitable nontoxic carrier or diluent powder or 
additive (col.7, 1.4-15). Amselem further teaches that the lipophilic substance is present from 0.01-50% 
of the total solid weight of the composition, the surfactant TPGS is present from 5-65% of the total solid 
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weight of the composition and the dispersion adjuvant is present from 5-75% of the total solid weight of 
the composition (col.6, 1.37-57). Still further, Amselem demonstrates that pharmaceutical compositions 
prepared according to the disclosure of the reference are capable of release of the active drug over 120 
minutes, which is equivalent to Applicant's "extended period of time" of 2 hours as instantly claimed 
(see, e.g., instant claims 35 and 59-60). Please see, e.g., Figure 1 of Amselem, which measured the 
percentage release of the active therapeutic agent (i.e., dexanabinol) over 120 minutes using various 
formulations prepared in accordance with the invention as disclosed. Note that, for several of the tested 
formulations, release of the active agent increased gradually over the course of 120 minutes (i.e., 2 hours) 
in the absence of a release plateau (see, e.g., Figure 1). 

The teaching of tocopherol polycthylcncglycol (PEG) succinate in Amselem, especially 
tocopherol polyethyleneglycol 1000 succinate, as the surfactant component of the disclosed 
pharmaceutical composition places the use of either the racemic or either enantiomeric form (d- or 1-) of 
tocopherol PEF succinate clearly within the possession of the public. Furthermore, though Amselem et 
al. does not expressly recognize the "release modulating" properties of the, e.g., tocopherol PEG 
succinate, tocopherol acetate, polyvinylpyrrolidone, or medium or long chain triglyceride, the very 
teaching of the identical chemical entity in overlapping amounts clearly indicates that whatever release 
modulating properties that Applicant has attributed to either of these compounds are necessarily present, 
absent factual evidence to the contrary, since chemical compounds cannot have mutually exclusive 
properties. Please reference MPEP §21 12.01. 

Amselem et al. fails to teach the use of cilostazol as the specific therapeutic drug of the instantly 
claimed pharmaceutical composition (claims 35 and 59-60) or the synchronized release of cilostazol and 
solubilizer with a correlation coefficient of greater than 0.80 (claims 51 and 75). 

In view of the fact that Amselem et al. teaches the disclosed pharmaceutical compositions for 
formulating any of a variety of lipophilic substances, i.e., those with low water solubility and poor oral 
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bioavailability, one of ordinary skill in the art at the time of the invention would have found it prima facie 
obvious to use such a delivery preparation for the formulation of other highly hydrophobic drugs (i.e., 
those with low water solubility and, thus, poor bioavailability), such as cilostazol, because, as The Merck 
Index teaches, this antithrombotic agent was well known in the art to be practically insoluble in water (see 
Monograph 2277). Accordingly, in view of the extensive hydrophobicity of the compounds taught by 
Amselem et al. and cilostazol, the skilled artisan would have had a reasonable expectation of success in 
effectively solubilizing cilostazol in the delivery vehicle disclosed by Amselem et al. because of the 
demonstrated success in effectively solubilizing the exemplary hydrophobic agents (i.e., dexanabinol, 
CoQIO, etc.) of the reference into such a formulation. Further, such a person would have been motivated 
to do so in order to enable effective dosing of cilostazol with concomitant enhancement of resorption and 
bioavailability levels, reduced variability in resorption and bioavailability levels and also a concomitant 
reduction in the amount required to achieve effective dosing. 

With regard to present claims 51 and 75, which are directed to the synchronized release of 
cilostazol and solubilizer with a correlation coefficient of greater than 0.80, such correlation values are, 
absent factual evidence to the contrary, present in the reference because Amselem et al. teaches the 
formulation of the lipophilic drug with the surfactant and dispersion adjuvant compounds in clearly 
overlapping amounts and, thus, in the same ratios as presently claimed to produce a composition that is 
substantially the same as that presently claimed. In other words, the fact that Amselem et al. teaches 
identical components in identical, or at the very least, overlapping, amounts is clearly indicative of the 
fact that any release characteristics attributed to such a composition would be necessarily present in the 
prior art of Amselem et al., absent factual evidence to the contrary. Please see MPEP §21 12.01 [R-3] 
("Where the claimed and prior art products are identical or substantially identical in structure or 
composition, or are produced by identical or substantially identical processes, a prima facie case of either 
anticipation or obviousness has been established. In re Best, 562 F.2d 1252, 1255, 195 USPQ 430, 433 
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(CCPA 1977). "When the PTO shows a sound basis for believing that the products of the applicant and 
the prior art are the same, the applicant has the burden of showing that they are not." In re Spada, 91 1 
F.2d 705,709, 15 USPQ2d 1655, 1658 (Fed. Cir. 1990)). 

Conclusion 

Rejection of claims 35, 51-52, 54-61, 65 and 75-82 is proper. 
No claims of the present application are allowed. 

Any inquiry concerning this communication or earlier communications from the examiner should 
be directed to Leslie A. Royds whose telephone number is (571)-272-6096. The examiner can normally 
be reached on Monday-Friday (9:00 AM-5:30 PM). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, Ardin 
H. Marschel can be reached on (571)-272-0718. The fax phone number for the organization where this 
application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. Status information for published applications may be obtained 
from either Private PAIR or Public PAIR. Status information for unpublished applications is available 
through Private PAIR only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a USPTO Customer 
Service Representative or access to the automated information system, call 800-786-9199 (IN USA OR 
CANADA) or 571-272-1000. 

/Leslie A. Royds/ 

Patent Examiner, Art Unit 1614 

July 17, 2008 
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